PCT/KR0 3/0 2 85 9 



mtm o& 01 2004 




This is to certify that the following application annexed hereto 
is a true copy from the records of the Korean Intellectual 
Property Office. 



m m 'e s 

Application Number 

I 1 ^ 1 I 
Date of Application 



m m 

Applicants) 



21 



10-2002-0085716 



2002a 12S 281J 
DEC 28, 2002 



1 



PRIORITY 



DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
| COMPLIANCE WITH RULE 17.1(a) OR (b) 



AMOREPACIFIC CORPORATION 



2003 



12 



m 



30 



m 



commissioner! 




1020020085716 



#^ 2004/1/3 




[A|«S] 
[S3] 

[cHsiei] 
[QiBiej] 

[39] 

[^9JU 

[£9°j ^SS;|] 
[49°l 9^E^|] 



2002.12.28 

£!AHinM0IH F1S gf^gog Sfe B c I -2 g*e! £331 

control agent of Be I -2 expression being Ginsenoside F1 as 
active component 

1-1998-003983-5 

9-1998-000307-3 
2001-033730-9 

o\&m 

9-1998-000434-4 
2001-033731-6 

SAI9 

CHO.Si Young 

710220-2481913 

449-905 

geJAI D\mm 487-8 204s 

KR 



LEE.Eun Hee 

760324-2056615 

449-905 

§&!A| 3>ISe 4r^£| 476-8 B02S 

KR 



24-1 




- 1020020085716 



mX[: 2004/1/3 



S4^§ 
KIM.Su Jung 
730107-2780714 
449-904 

2DI£ SeiAl ^iSg SEL^I 314-1 d|^§^^ 3 03s 
KR 

SHIN.Eui Seok 

730530-1024521 

449-915 

^geiAl 493 §FDFH)DFe = ¥ A ! |£ a| ,m 105 

c§ 30 3.2. 

KR 

CHANG, Hui Kyoung 

751130-2784023 

449-904 

§2J ai D\mm ayai 314-1 bi^s^a 30im 

KR 

KIM, Duck Hee 

601013-2051117 

137-043 

Aie^aAl M^=P- ^53S &gJ0UttM 2m 902s 
KR 

YEOM.Myeong Hoon 
671025-1251217 



24-2 



1020020085716 



mX[: 2004/1/3 



[<=>@tHS] 449-845 

s^is gejAi ^xie ^S2§ 832^x1 ^lyomn wis 902s 

1^1 KR 

[4 921 g^l] WOE.Kwang Sik 

[?ejf^as] 740115-1394631 
[^eei^] 380-892 

#^AI 169&XI 

t^] KR 

^SJI] OIEHS 
[«82| ggH:?ll LEE.Tae Ryong 

[?y§^ai] 650214-1114216 
MMSBiffi] 442-470 

^«AI §§§ EH9 0H»e 932= 1303S 

KR 

[BfSXH 

[£92| SIM, Young Chul 

[^eJ^^SS] 540816-1030515 

463-020 

331 £ ^y-AI ^3=? ^UHm JL\HBtm tf2|OH&e 123 = 1402 

[^3] KR 

^« X||42££| CHI 2ISF01 ^|£f 301 tSSUQ CH£iei 

£M (ej) qaiei 
oi<msi (ei) 

PISMS] 20 S 29,000 a 

i^ms] 2 a 2,000 a 

r^da^ssi o a o a 

telAfS^S] OS o i 

f&^u 31,000 a 



24-3 



1020020085716 

mm mxt: 2004/1/3 



ii^f A !*^ A|IA|(£S) ~ 1 ° 2.?igis[2oom em 11 a xi- sg^ 

<=>«=>—! ]_lo 



24-4 



1020020085716 
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- *> 7 1 =W IS- ^l^l^>o]^ Fl(20-0-^-D-^^^^-20(S)- 

^S.£4^>HB]#)^ ^ Be 1-2 ^ ^ ^o)cf. 

[3J-*M 1] 




*Hi^Hj= pi ( Bcl _ 2 w e^, Brn-3a 
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^ WM£ F1# ****** B c 1-2 ^{control agent of Bcl-2 
expression being Ginsenoside Fl as active component} 

£ 1* ^IcAHs F1# HaCaT 24 , }M nfl> 

£ 3^ ^l^o]^ A ^ -^.^ ^ ^ 

4BW~b DNA^ io^^rf. 

£ 4- ^i^o^ p^ m ^ ^ ^ 

41 PARP^ Western blot* 

£ 5- *U^ H J= Fl* ^ cfl^ofl 2AHH> 

" lllA ^ S Bcl-2^ raRNA ^q 

£ 6* a^Ms fi* Aia^ ^ 

Bcl-2^ «AHE« «UW Brn _ 3a ^ ^ w ffestern Wot# ^ w ^ 
Hsp 70^ g.*)* <y=ol Aj-g-sjo^ ^^4. 
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[ *^°1 3*Hr 7l^O> ^ ^-0]:O, ^Hfl 7 ]-J 

«■ *** *}7] 1S ^4^0]= Fl(20-0-p-D-#^3q 5 fi c ^-2 0 (S)- 

HSJW^SEl*)* -fcMfcOS. ^ Bcl _ 2 ^ _^ ^ o]4 

<8> [fl-fl^ !] 



<7> 



<9> 



CH 2 OH 




^^(Ultraviolet radiation)^- 200-400^ 7>*lJl 9X^ 3* r 7]# 

01 * 280-32Gnm3 ^ uvB(Ultraviolet-B)- s)^*). 

*|* 4£41M ^ W(S unburn) ^7 r « 4^ 

DNA * W « W n-^o WKCaspase) ^ ^ ^ 

^ ^ ^ ^ ^ ^ DNA fl* 3^ o] ^ ^ 

SAW o 1a) « , fl 3E#3 W o]#ol ^_ >fe ^ ^ ^ 

-1, to** ^ofl ^ ^ o] ^o S ^ ^ ^ w 
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1020020085716 ^ ^ 

<n > Bcl-2^ o^th sl^l^A^ 3^0^ q M Bcl-2 -f^Kr 

PlS --^°> ^fl*Hf 26kDa^ #JL3}-*VCK Be 1-2^ ^S^t ^Afl*Kf # 

^m^-i- Bax^ ^ «o)A) o^o] 7]¥ ^. h^^. 

Bcl-2^ Bax a>o]^ ^5L*H ^ l5 r 7 > A>M ^oi^ a^tj.. 

<12> Be 1-2^ sJJM)3E4H S aH1 £]*fl zl ««ol ^^r^ ^ 

Be 1-2* ^v^ Am 43L ^ ^ ^A^go] ^Sfl^rf^ ^o] ^j7£| 

84. Bcl-2^ az}-«v^ DNA ^ A> ^^ ^ sfl ^ H oj- 

*W Bci-2^1 tilsfl ^ ^s^ofl 7^ <£b^ sfl^q »ja.q., -ti^a^M 

^ 7fl^ ^A>3:^ol^ 7 > ^^Jl, pRb) c _ my5( Brn _ 3a - ol olB] g^*) fltK 

Brn-3a^ type IV P0U domain ^A^^oI^a] Bcl-2^ P2 £S£Ei (promoter H 
Bcl-2 -fr^^H S^H, Afl3£A>^s.^E| ,w»^t|.. 

o>a)^i oj# ajj?.^ HaCaT Bcl _ 2 <y, 7 ^ 



<13> 



[^o] o]^.^]. ^ 7 ]^ 4^]] 

° H * ***Hfrfr ^A)l A r 5\14H fe^g ^4^A>ol^ pic. o] 

^^li^o] HaCaT Afl £ 6fl S^jfrg. H, A>^Aj 2 aH 3*fl ^S^a* Bcl-2 
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1020020085716 ^ ^ 2QQA/m 

*h ^, ^^flicA>ol- pic] Bcl-2^ ^liL^^-i- q^tffe is} 

<15> uH*M, ^ ^3 ^ *N]^H<= Fl* *;M*o.SL ^ Bcl-2 tf« 244* 



<16> 



- TOI^fe *M IS. iMl^Hs. pi* 4t-»^»og Bcl-2 

<18> [SJ-qv*] i] 
CH 2 0H 

/ oh"° 



<17> 




<19> 



<20> 



^^^ A >°1- Fl* 3*0 Brn-3a^ HUM tf^fe ^ q^jsi, 

* *K *Min*>©l£. Fl Bcl-2^ f7}Alf]^l ^ov, ^ AH 

Bcl-2^ ^o] ^ SJ^tJ.. 

«H*H, ^JnAMS pi^ ^Alo] ^Alsl^A ^ Bcl-2^ ^s) 

t ^ «H*H ^^M)S7> A>^s|^ ^ ^l^Jl, JL^*) z}S>)^o) SA>Sl^^ nflofl^ 
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1020020085716 ^ ^ 2m/1/3 

<2i> M. fl^d^fe ^^1^a>o]= Flo] Bcl-23 ^s^oi^o] Brn-3a^ Jfrgfrog 

Bcl-2^ ^ fcffe ^-oi^cj.. 

<22> uJ-SM, ^^]^A>ol= Fl^ AflfiiflcU ^ Bcl-2^ ^.£7} - o^S 

*H Afl£7> #*1*>^. ^A^HS- F1 Bcl _ 2 o.^^ ^ 



<23> 



<24> [%l"2:<m 1] ol ^ 3*0 A>^E.x£oJ ^ 

<25> ^ 0]#c$ 2kg0ll #> pfl^ S ^ pflH^ 

44* 1*31, 33} 6«tt 33*1^. ZL a^q. 

«MS 1<S 5^ ^#*H 44* *M*uI, ^* 1-^3* SOOm^S. 331 ***tgi4. 

^€ ^i-a- sst^, <a# 3*1) A>a\i 4o~8o g # ^satf. 
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HM1 i] MkAMs Fi *)eH1 „„ ^^ 2AM +E< HaCaT ^ AW ^ 
29> [i *$s.^ *ns. bb<9= 

°J«I 31* 4S^(human keratinocyte)*! HaCaT# 10% -f «^( fe tal bovin serum)* 3£ 
tttt DMEM HWDuIbecco's modified Eagle's Medi™, Gibco 1210-0038)^ 

* 37C, 5% co 2 H<8*1«W 4=^s|.a=r. 

«* HA) * M W « ^^ 8H ^ g _ weiio)) 2 ^ 

10^ 7W ^ SM> 24AR> „ watt _ ^ ^ +w ^ ^ ^ 

* io« .,«*, ^ w Bfl , )s1 1/1000 „ ^ £7f ^ ^ ^ ^ 



31> 
J2> 
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- 120*1/0* uvb, 2A Vs>g q.. H^*, ^ ^ £S) «^^ Ws 

,m 5M " a *■ **^W£ pi* *w« «|«|«M4 *m 

■M 4^W« .1* «fH««**H»l S , ^ W * ELISA readerOher™, 

Max, Molecular Devices Co.)» °l-§-*M 540ms) ^ofl^ ^3 iSD>s 4o]2) ^ 
*«»)* 4*4tt4. ^4* SW •* 4X3 0D 100*3. ^30, ^ 

^ **** E 10)1 t^at. *Mi*Ms. n* *|«|« 4 

«la«H ^ofl j^fl* of li8lM3 . ^ m rf/ 

«• * £2) *44 i^Wfe i*)Bl « Wfi pi* *|«|« 4i7> 4444 ^ 

><1*» -^7 r 



:33> 



34> [1 ^"Tfl] ^is. «fl°^ 

35> 1^ Wi£ nawsa^ 

[2 **] ^3cAH£ Fl S^d] ^* fl ^ SAM ^ t HaCaT ^ DM ^ 



37> 



w »s<9s ^iia^* ^e, sH & oj 4a w ^ 6 . welH 2 x 
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4ai maiw^ ^ 5llM ^ *,^ H *= S^c^ 24AR> ^o> ^ 

eOmJ/cnf ^ UVB« ^M-^q, Sltf***** ^ ^ ^ ^^HS F1 

°) a** «fl-l^ a^H£ fi* 4£ « tew MW yfl 

3«M 9l^^ (PBS) o^ mt}3L> 0 05% tween Q 2% ^ 

^M^Oerminal deoxynucleotide transferase) ^^(TUNEL Apoptosis detection kit, 
Upstate, USA)- i* m -o> s^o^ ttJ o ^ 

kit, Upstate, USA)» fi^ *** blocking ^(TUNEL ApoptQsis 

kit, Upstate, USA)- *a 20** W«4. °r ti l ^-FITCCTUNEL Apoptosis detection kit , 
Upstate, USA)» ^ go** fl<WH^ 5 00nM 

* ^^litj-ols. -§-op^ o] ^ H counterstaintb * **«p1*j£L3. ^#*Bgcf. ^ 2007fl£| 
«*«H M 4a * DNA **** flo,* ^ Tfl^q, ^i^Ms. pi- ^ 

[^)o| 3] ^^HS Fl *)3<* 0^ pARp ^ 

[1 #3]] 4S Bfl<£ 
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<40> ^ AH1 1S1 ^ o.^. «fl<#*r5$i=r. 

<41> [2 #31] ^IvcAH^L Fl *ieH o]sfl 2AfA] PARP ^ 

<42> #3] W H^-tl *^*H tf«4UE 6-welH 2 x 

105 7 fl^ ^o,, 24*1 ^^584. Z2 * ^^o] ^ DMEM Hfl^S 

24Al# ^o} ^ 5bM ^^^a>o!^ Fl-i: ^B^rS^. 24*1 # ^o> ^± 

60mJ/atf^ UVB» 2A>ff|-»^. *l4Nt*-M* ^ JL> ^ 5yM ^ wHe pio] ^ 

*-M(PBS)3. Afla^, S^* *^*H -M^JL. ol f 8M -o^jov, 2 % CHAPS, 

50mM DTT, 2M thiourea, 2mM PMSF, 100^g/m4 leupeptine^ ^3 ^t-§-^ 500/4* ^e] 

« * io^V ^oflAi ^l^t)-. zl * 4°C 4M lofctf 15,000g^ *^7>*£S. 
*}.SL, ^-#o«* ^7j^ ^ BIO-Rad Protein Dye Reagent ™* <>l-g-*H ^^SgtJ-. 
20/^ tt^tf* 8 % SDS-PAGE* *1**M 37^3. ^ }JL> 50ys 12 ^^o> PDF(BioRad) 
*H1 blotting*^, ol blot ^ 5ft ^ M ^ ^.oflo.^ iaI^oj 51ocking ^ ^ ^ ^ 
<fit eo^lonal anti-PARP(Santa Cruz)*, o W Mat horse radish peroxidase7> „ 
€ anti-rabbit IgG(amersham)» ol-g-*}^, AmershamA]-^ enhanced chemi luminescence(ECL) 
71 -* ifrMfl blot^r X*i Fuji ^#<^1 ^*A1« * ^ 

SKl^tf. ^ PowerLook 2100 XL(umax)» o)-g.*H ^fl^ * 

ImageMaster 2D Elite (Amersham Bioscience) o)*]*] o]-§-sH 
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^^^ A >°1- *M« 3-f-7> *)e|flM ^1514 *H<ii3^H 9)${ <£°\^= 

<43> [^ AH 4] ^^^0]= pi ^^ojj Bcl _ 2 -R-^^ «v € 

<44> [i &m 4s.^ «n<* 

<45> ^ A ]ofl 1^ lrj^}^. ^ OS Hfl^^t).. 

[2 ^] ^lizAHjE. Fl *JbH ^«|| SAj-A] ^ol^ Bcl _ 2 -fr^a] ^ # 



<46> 



4x 

< 47 > ^1 l°il A i ^)^# H^4l ^V#J1 6-welH 2 x 

105 7fl^ 24*1 ifl^Sgtf.. n * ^^o] ^ dmem *fl*)Jl 
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^*>3Z, ^-Eflofl^ 60mJ/cnf^ UVB» SA^^cf. ^AV^-g-^ 

5uM ^14icA>ol^ F1 o] Hfl^lS. M^l-^rf. ^^]^A>o]^ F1 ^- 

Afl.3*rJl, Oligotex Direct mRNA kits(QIAGEN, Hilden, Germany)* 0 l-§-§H mRNA# ^#^H 

PCR-i: ^^^^4. PCR4- ^tb Bcl-2^r 

glyceraldehydes-3-phosphate dehydrogenase (GAPDH) Tr^r-^ ^ ^.tyo)*] x]^-^ s. l-a}- 



<48> [ S i] 



l^LreR ghfc^ AS* Bcl-2£)- GAPDH31 







Be 1-2 forward primer 


5 1 -TACGATAACCGGGAGATAGTGA-3 ' 
(?1?> Be 1-2 cDNA^-21 56-77 <g7l^^) 


Be 1-2 reverse Primer 


5 ' -CAGGTGCCGGTTCAGGTACT-3 1 

Be 1-2 cDNA'&sl 566-586 <*7lAi<g) 


GAPDH forward primer 


5 ' -CAACTACATGGTTTACATGTTCC-3 ' 
(Sl?r GAPDH cDNA #3} 174-194 <*7H<g) 


GAPDH reverse primer 


5 ' -GGACTGTGGTCATGAGTCCT-3 ' 
(£)?> GAPDH cDNA -#2] 570-589 <*7H<g) 



mRNA lus^r 50mM Tris-HCKpH 8.3), 75mM KCl, 3mM MgCl 2 , 0.1M DTT, lOmM dNTP, 
40units/ml RNase inhibitor^ <Q-^6» 2 5/^^l ^Jl, 0.5//gM oligo(dT) 16 ^ HBr 

°H£r 200units Superscript II(GiboBRL)^ #^-J:4i# ^7 r *H 42°C«\}*\ 1^)^<^ 

S^l^. o]^ tiV-g- -g-«j> 2.5^« 50mM 
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1020020085716 AsA Al , 
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KC1, lOmM tris-HCl(pH 8.3), 5mM MgCl 2( lOOuM dNTP^ PCR ** 50fd 6\) ^ 10uM 

* -Bfo H ^ 0 .5U^ Taq DNA |7ft H 30^, 58t«H 30^, 72t*H 

3fcM 30 *H«- ^fl^tj.. PCR ^>7>S- m o} 9 * 

ImageMaster 2D El ite(Amershara Bioscience) <>l-g-*H S-^^S^- 

Bcl-2 *#7^ GAPDH TO<3M tfl^ tftfl*^ q-^tfl^rf. ^feA^E 

Fl *.f , ^ Bcl _ 2 o.^^ ^ _ v 

°17> £34. *M*)<a» "fl, ^ASi^Hs #* ^ Bcl _ 2 ^ 

^ ^ 24 ^ ^ W ^q., 

«fl «1^H Bcl-2 «M 3«JE #7}£^. £ 5 <4] v+^matj.. 

[^H 5] *M)leA H = Fl ^ofl 4«H SAH ^o,^ ^ ^ 

[2 **] *H1^M = Fl m SEAM *Mv+t Brn-3a^ M q 

W * M W# aM Wa w# g _ weiHi 2 x 

los 44 a^wtf a * + M o! # * DMEM ^ M ^ 



C50> 



53> 
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*H «W «IW *. 5„m Mwhs F i* „ 

*"AH* Fl* *|«|« °l^*^(PBS)o S Wji> tUW**^* S£ M1A| 
«W/aWi UW ^ 5 W M Mk4 olH Flo, s 

*+«m>±* ^*U. HSil-i ^1** -m**. 8M + „. K a CHApS/ 

5« DTT. 2M thiourea, 2* PMSF, 100^ lenpeptine*) ^# 500^* ^ 

* * 1D*» *^A) a * « 44 MM 15,000 g2) ^Hr££ € ^ 

=U, if. BIO-Rad Protein Dye Reagent ™* ^WSgt).. 

20^ 8* SDS-PAGE-g- »1**H a7)1|s ^ ^ ^ 

«M blotting*^*, ol blot* 5% M * o a 1A) ^ OJ bIock;ng ^ ^ OJS> % 

flSfe polyclonal anti-Brn-3a(Santa Cru,)*, o M horse radish per0xjdase7> , 

«S anti-rabbit IgG(amersham)* ol-g.*^, ytaershamAM enhanced 

chaniluninescenceCECL) ? |Ht -l****. ^ m blot ^ ^ Fujj ^ ^ 

"i r»t-f. -s = 'Sr — I WZ-t= PowerLook 2100 XL(umax)# 
1 4: InageMaster 2D Elite(Amer s ham Bioscience) HSZt^ o,^. SW 

Brn-3a **H *N a ««., fl*****. «a,^ Ws fi* 
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Bcl-2^ fiWtoa^ ( >|aA>«* ^ ^^Ji, 24*4 ^ 

3* % v ^ 



24-19 
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[^t 1 * 1] 

^^licA>o]= F1 ^. o.jr ^^-0.5. SRr Be 1-2 ^ S^^fl. 
[^T 1 * 2] 

^AflicA>ol= Fl-I: -B-Jl SRf Brn-3a ^ 2^*{|. 

I^T 1 * 3] 

[$T** 4] 

*fl 31N »<H-H, -*7l ^^1^ ^^^A>o]^ F1 ol *}<q^6|l Bcl-2 ^ 

5] 

3. *m 4£4^ 
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1] 

133 r 




Untreated + UVB Gfnsenoslde F1 5»M + UVB 
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[£ 3] 




UVBdnl/cnf) 
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UVB 
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• i- - >. •» ■!,.(;• 

^^^T .ppp JJWP 1 


1 



0 6 12 24 12 24 hours 

Gir isenusitte F1 

IS. 6] 




#*^'w.iC 'C^uikj Hsp .70 
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